G37R

Denmark
toxicity arises from aberrant, copper-mediated oxidative specific factors that recruit mutant SOD1 to spinal chemistry by the mutant enzymes. This is complicated, however, by an apparent ‫%02ف‬ residual dismutase activity measured in vitro in samples from CCS-depleted duced by the many ALS-linked mutants implies that they mitochondria and demonstrating that little, if any, mouse SOD1 WT associates with spinal cord mitochondria even share one (or more) disease-provoking toxic properties, in the presence of a high concentration of the diseasethe mechanism(s) of such toxicity remains elusive. Mitocausing SOD1 G37R mutant. In contrast, although it retains chondrial abnormalities within motor neurons were obfull specific activity as a superoxide dismutase and effiserved as one of the early pathological features in both ciently heterodimerizes with mSOD1 WT (Wong et WT was almost quantitatively removed during miproportion associated with spinal cord mitochondria, no tochondrial purification, confirming the absence of sig-SOD1 G85R was detectable in purified mitochondria from whole brain or liver ( Figure 2C, lanes 8 and 10) . Connificant cytoplasmic contamination in the final purified While no high molecular weight adducts of SOD1 were present in nontransgenic or SOD1 G93A rats at 1.5 months motor neuron disease, immunoblotting with an SOD1 antibody revealed two slower mobility species at similar ( Figure 5A, lanes 1-6) , several slowly migrating species were found exclusively associated with the mitochonlevels in the cytoplasmic compartment ( Figure 4A, orange dots) . Similarly, the corresponding mitochondrial drial fraction ( Figure 5A , lane 8) in 3.5-month-old, symptomatic SOD1 G93A rats. These slowly migrating species fractions, including those from mice expressing either of the two dismutase-inactive mutants, contained a ‫54ف‬ were comparable to those seen previously in the mouse models (Figure 4) . Therefore, enrichment of mutant kDa doublet ( Figure 4A , open and filled dots) along with a very slowly migrating SOD1 immunoreactive species SOD1 and apparent covalent adducts of it with spinal cord mitochondria are common features of ALS-like disthat just entered the resolving gel ( Figure 4A, blue dots) . Each of these more slowly migrating species was mutant ease in rodents. Mitochondria were also purified from the brainstem, SOD1 dependent, as none of these species was found in either the cytoplasmic or mitochondrial fractions of cerebellum, cortex, and the remaining brain regions , including the absence of the slower mobility adducts, was also seen in mitochondria from motor or occipital cortex (Figure 6, lanes 6 and 8) . ies were used and detected by ECL (Amersham).
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